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Bedford Laboratories
Attention: Shahid Ahmed
270 Northfield Road
Bedford, Ohio 44146

Dear Sir:

This is in reference to your abbreviated new drug application
dated December 30, 1996, submitted pursuant to- Section 505(j) of
the Federal Food, Drug, and Cosmetic Act, for Butorphanol
Tartrate Injection USP, 2 mg/mL, 10 mL multiple dose vials.

Reference is also made to your amendments dated April 2, June 12
and June 30, July 8, 13 and 17, 1998. |

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your Butorphanol Tartrate Injection USP,2 mg/mL, 10 mL
multiple dose vials to be bicequivalent and, therefore,
therapeutically equivalent to the listed drug (Stadol® Injection,
2 mg/mL of Apothecon Inc.). ) '

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81 and 314.98. The
Office of Generic Drugs should be advised of any change in the
marketing status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
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printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-240). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.

We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-240) with a completed Form FD-2253 at the

time of their initial use.

S%;gprely yours,

IS/ /472

, .
’/Douglas Léyéporn

Director

Office of Generic Drugs

Center for Drug Evaluation and Research
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BUTORPHANOL TARTRATE INJECTION USP

DESCRIPTION
Bulorphano! tartrate is a Synthetically derived ommd agonist-
of the phx series. The name is

(-)-17~(Cydobuty|methyl)morpninan-3.u -diol D-(-)-tartrate(1:1)(salt).
The motecular formula is CrHaNO~CiHiGs, which corresponds to 2
molecular weight of 477.56 and the following structural formula:

CH, —O
K

—CH,

Butorphanol tartrate is a white crystalline substance. The dose is
expressed as the tartrate salt. One milligram of the salt is equivalent to
068 mg of the free base. The n-octanolaqueous buffer partition
coefficient of butorphanol is 180:1 at pH 7.5.

Butorphanol tartrate injection is a steriig, parenteral, aqueous solution
of butorphanol tartrate for intravenous or intramuscular
administration. In addition to 1 or 2 mg of butorphanol tartrate, each
mL of solution contains 3.3 mg of citric acid, 6.4 mg sodium citrate,
and 6.4 mg sodium chloride, and 0.1 mg benzethonium chloride (in
multiple dose vial only) as a preservative. The pH rangeis 3.510 5.0

CLINICAL PHARMACOLOGY
General Prarmacology and Mechanism of Actisn
is 2 mixed agonist: with low intrinsic activity at

receptors of the y-opioid type (morphine-kke}. H is also an agonist at
k-opioid receptors.
Its interactions with these receptors in the central nervous system
apparently mediate most of its pharmacotogic effects. including analgesia.
In addition to analgesia, CNS effects include depression of
spontaneous respiratory activity and cough, stimulation of the emetic
center, miosis and sedation. Effects possibly mediated by non-CNS

i include ion in and
capacitance, bronchomotor tone, gastrointestinal secretory and motor
activity and bladder sphincler activity.
in an animal mode!, the dose of butorphanol tartrate required to
antagonize morphine anaigesia by 50% was similar to that for nalorphine.
less than that for pentazocine ang more than that for naloxone.
The pharmacological activity of butorphanol metaboliles has not been
studied in humans; in animal studies, butorphanol metabolites have
demonstrated some analgesic activity.
In human studies of butorphanol (see CHimical Trials), sedation is
commonly noted &t doses of 0.5 mg or move. Narcosis is produced by
10 to 12 mg doses of butorphanol administered over 10 to 15 minutes
intravenously.
Butorphano!, like other mixed agonist-antagonists with a high affinity
for the kappa receptor, may produce unpleasant psychotomimetic
effeats in some individuals.
Nausea and/or vomiting may be produced by doses of 1 mg or more
administered by any route.
in human studies i ing individuats without si
dysfunction, 2 mg o1 Dutovphand {V and 10 mg of morphine suifate IV

p 0 to a degres. At higher doses, the
of y ion with butorphanot is not appreciably

increased; however, the duration of resolratrxy depreslon is fonger.
F Y dep noted after ini of b hanol to

humans by any route is raversed by treatment with naloxone, a specific
opioid antagonist (see Trastment in OVERDOSAGE).

Butorpl tarirate i effects in animals at
doses tess than those required for anatgesia.

Hemodynamic changes noted during cardiac catheterization in patients
receiving single 0.025 mg/kq intravenous doses of butorphanol have
included increases |n pulmonary artery pressure, wedge pressure and
vascular resi in teft i end diastolic pressure
and in systemic arterial pressure.

Pharmacodynamics

The analgesic etfect of butorphanol is influenced by the route of
administration. Onset of analgesia is within a few minutes for intravenous
administration, within 15 minutes for intramuscular injection.

Peak analgesic activity occurs within 30 to 60 minutes following
intravenous and intramuscular administration.

The duration of analgesia varies depending on the pain model as well
as the route of administration, but is generally 3 to 4 hours with IM and
IV doses as defined by thegime 50% of the patients required
remedication. In postoperative studies, the duralion of anaigesia with
IV or IM butorphanol was similar to morphine, meperidine
and pentazocine when administered in the same fashion at
equipotent dases (see Cllnical Trials).
Pharmacokinelics
Butorphanol tactrate is rapidly absorbed after IM injection and
peak plasma levets are reached in 20 to 40 minutes.
Fotlowing ns mmal mwasnmmon phse the single dose
p by the i and
routes 01 istration are similar (see Figure 1).

Figure 1 Bwornmnoi Pmma Levels Atter
IV and iM of2my Dost
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Serum proteln binding is indeoendem of concentration over the range
achieved in clinical practice {up to 7 ng/mL) with a bound fraction of
approximately 80%.
The volume of distribution of butarphanol varies from 305 to 901 fitefs
and total body clearance from 52 to 154 litersMr {see Table 1). -

'Taﬁe § - Mean Pharmacokiaetic Parameters of Butarphanol

in Young and Eiderly S
Parameters Young Eiderly
AUC (inf)e 724 (1.57) 8.71{202)
{hr.ng/mb) (4.40-9.77) (4.76-13.03)
Hali-lite (hr) 4.56 (1.67) 5.61(1.36)
{2.06-8.70} {3.25-8.79)
Volume of 487 (155) 5§52 (124}
Distributionc(L) (305-901} 1305-737)
Totai Body 99 (23} 82 (21)
Clearance (Uhr) (70-154) (52-143)

a} Young subjects (n=24) are trom 20 to 40 years old and elderly
(n=24) are greater than 65 years of age.

b) Acea under the plasma concentration-time curve after a 1 mg dose
¢} Derived from IV data

The drug is transported across the biood brain and placental barriers
and into human milk (see Labor and Delivery, and Nursing Mothers
under PRECAUTIONS).

is in the liver, Metabolism is
y and i y similar ing intravenous of
I istration. Oral bi ility is only 5 to 17%
because of ive first pass of ]

The major metabolite of butorphanol is hydroxybutorphanol, while
riorbutorphanol is produced in small amounts. Both have been
detected # plasma following administration of butorphanol, with
norbutorphanot present at trace levels at most time points. The

hatf-tife of hy is about 18 hours and as a
considerable occurs when butorphanol is
dosed to steady state.

Elimination occurs by urine and fecal excretion. When *H fabeled
butorphanokis administered to normal subjects, most (70 to 80%) of
the dose is recovered In the urine, while approximately 15% is
recovered in the feces.

About 5% of the dose is recovered in the urine as butosphanol. Forty-
nine percent is efiminated in the urine as hydroxybutorphanol. Less
than 5% is excreted in the urine as norbutorphanot (see also CLINICAL
PHARMACOLOGY above).



Butorphanol pharmacokinetics i the elderty ditfer from younger

patients (see Table 1).

tn renally impaired patients with creatinine clearances <30 mL/min the
f ion half-life is approximately doubled and the total body

clearance is approximately one-hatf (10.5 hours [clearance 150 Uh] as

compared 10 5.8 hours [clearance 260 /M) in normals). No effect was

observed on Cmax or Tmax after a single dose

1

The usual preoperative dose is 2 mg IM géven 60 to 90 minutes before
surgery or 2 r3g IV shortly brfore induction. This is approximately
equivalent in sedative etfect to 10 mg morphine or 80 mg of meperidine.
This single preoperative dose should be individualized based on age, body
weight, physical status, undertying ical condition, use of other
drugs, type of anesthesia to be used % the surgical procedure involved.
During mai in d ia the usual i | dose
of tartrate is 0.5 mg to 1 mg 1V. The incremental dose may

For further rec ions refer t0 on use in
Patients, Hepatic Disease, Renal Disease, and statement on Drug
Interactions in the PRECAUTIONS section, and Individustization et
Dosage below.

Cllaical Triats

The effectiveness of opioid analgesics varies in_different pain

be higher, up to 0.06 mo/kg (4 mg/70 ko), depending 0A previous
sedative, analgesic, and hypnotic drugs administered. The total dose of
butorphanol tartsate will vary, however, patients seldom require less
than 4 mg or more than 12.5 mg (approximately 0.06 10 0.18 mg/q).
As with other opioids of this class, butorphanol tartrate may not
provide adequate intraoperative anaigesia in every patient or under alt
conditions. A failuce to achieve sful pesia during d

hesia is fy reflected by increases i general sympathetic

y Studies with { tatrate injection have been
performed in postop (primarity ! and orthopéddic) pain
and pain during tabor and delivery, as preoperative and p G
ication, and as a sup t to balanced ia (see below).
Use in the Management of Pain
ive Pain: The ic efficacy of butorphanol tartrate

f
injection in postoperative pain was investigated in several double-blind
active-controlled studies involving 958 butorphanol-treated patients.
The following doses were found to have approximatety equivatent
analgesic effect: 2 mg butorphanod, 10 mg morphine, 40 mg
p ine, and 80 mg meperidi
After i inistration of \ tartrate, onset and
peak analgesic effect occurred by the time of first observation (30
minutes). Atter intramuscular administration, pain reliet onset occurred
a1 30 minutes or less, and peak effect occurred between 30 minutes
and one hour. The duration of action of butorphanot artrate injection
was 3 10 4 hours when defined as the tima necessary for pain intensity
1o seturn 10 pretreatment level of the time to retreatment.
P Madication: B J tartrate injection (2 mg and 4 mg)
and meperidine (B0 mg) were studied for use as preanesthetic
medication in hospitalized surgical patients. Patients received a single
intramuscular dose of either ¥ or idine approxi by
90 minutes prior to anesthesia The anesthesia regimen included
barbiturate induction, followed by nitrous oxide and oxygen with
halothane or enfiurane, with or without a muscle relaxant.
Anesthetic preparation was rated as satisfactory in all 42 butorphano!
tartrate patients regardless of the type of surgery.
i i tartrate
(mean dose 2 mg) was compared 1o intravenous morphine sulfate
(mean dose 10 mg) as premedication shortly before thiopental
induction, tollowed by balanced anesthesia in 50 ASA Class 1 and 2

tone. Consequently, if blood pressure of heart rate continue 1o rise,
consideration should be given to adding a potent volatile tiquid
i d hetic or another i dicati

1n 1abor, the recommended initial dose of butorphanol tartrate is 1 mg
or 2 mg IM or IV in mothers with fetuses of 37 weeks gestation of
beyond and without signs of fetal distress. Dosage adjustments of
butorphanok tartrate in labor should be based on initial response with
consideration given to concomitant analgesic or sedative drugs and the
expected time of delivery. A dose should not be repeated in less than
four hours nor administered fess than four hours prios to anticipated
delivery (see PRECAUTIONS).

INDICATIONS AND USAGE
Butorphanot tartrate injection is indicated for the management of pain
when the use of an opiotd analgesic is appropriate.
Butorphanol tartrate injection is also indicated as preoperative or
{ ication, as a to ia, and

fol the retief of pain during labor. - -
CONTRAINDICATIONS
B hanol tarirate injecti is ¢ indicated in patients

hypersensitive o butorphanoi tartrate or the preservative .
benzethonium chioride in the muitiple dose vial.

o — WARNINGS

Palisnts Depeadent on Narcotics

Because of fis opioid gonist properties, b | is nod
recommended for use in patients dependent on narcatics. Such
patients should have an adequate period of withdrawal from opioid
drugs prior to beginaing butorphanol therapy. in patients taking opioid

patients. was then d by repeated
doses, averaging 4.6 mg butorphanol tartsate and 22.8 mg mosphing
per patient.

and were Q rated as
satisfactory with both butorphanol tartrate (25 patients) and morphine
(25 patients) regardless of the type of surgery performed. Emerg

g y. p { has precipitated withdrawal
symptoms such as anxiety, agitation, mood changes, haltucinations,
dysphoria, weakness and diarrhea.

Because of the difficulty in assessing opioid tolerance in patients who
have re_cenily received repeated doses of narcotic anaigesic

from anesthesia was comparable with both agents.

Labor (see PRECAUTIONS): The analgesic efficacy of IV butorphanot
tartrate was studied in pain during labor. In a total of 145 patients
butorphanol tartrate (1 m and 2 mg) was as efective as 40 mg and 80
mg of meperidine {144 patients) in the refief of pain in fabor with no
effect on the duration or progress of labor. Both drugs readily crossed
the placenta and entered fetal circulation. The condition of the infants
in thege studies, determined by Apgar scores at 1 and 5 minutes (8or
above) and time 10 sustained respiration, showed that butorphanol
tartrate had the same effect on the infants as meperidine.

In these studies neurobehavioral testing in infants exposed 10
butorphanol tartrate at a mean of 18.6 hours after delivery. showed no
significant differences between treatment Qroups. .

tndividuatization ol Dosage

Use of butorphanol in geriatric patients, patients with renal impairmaent,
patients with hepatic impairment, and during labor requires extra
caution (see below and the appropriate sections i PRECAUTIONS).

For pain rellef the recommended initial dosage regimen of butarpbanol
tartrate injection is ¥ mg IV or 2mg 1M with repeated doses every 3 to
4 hours, as necessary. This dosage regimen is likely t0 be etfective for
the majority of patients. Dosage adjustments of butosphanol tartrate
should be based on observations of its beneficial and adverse effects.
The initial dose in the elderly and in patients with renal or hepatic
impairment shouid generally be half the recommended adult dose (0.5
mg IV and 1 mg IM). Repeat doses in these patients should be
determined by the patient’s respoase rather than at fixed intervals but
will generally be no less than 6 hours {see PRECAUTIONS).

caution should be used in the adfinistration of
butorphandl to such patients. N -

Drug Abuse

All routes of adminisiration of butorphanol tartrate have beea.
associated with episodes of abuse, with most reposts involving
outpatient treatment of chronicalty painful conditions. 0f the cases_
received, there were more reports of abuse with the nasal spray
formulation than with the fo i ini [ In
general, patients iving opioid for an ded period of
time are at a higher risk for abusa.

Drug Dependence, Tolerance and Withdrawal

Protonged use of butorphanot tartrate for the treatment of chronically
painful conditions may also result in dependence. The development of
dependence may be marked by tolerance (a decrease in response to a
given dose) which may lead to non-medical dose escalation and
craving, or drup seeking behavior. Abrupt cessation of use by
dependent patients may result in symptoms of withdrawal.

Proper patient selection, dose and p ibing timitati appropriate
directions for use, and frequent monitoring are important to minimize
the fisk of abuse and dependence. (See DRUG ABUSE AND
DEPERDENCE section below.)

PRECAUTIONS

Head Infury and Increased Intracranial Pressure

As with other opioids. the use of butorphanol in patients with head
injury may be associated with carbon dioxide retention and secondary
elevation of cerebrospinal fluid pressure, drug-induced miosis, ard
alterations in mental state that would obscure the interpretation of the
ciinical course of patients with head injuries. In such patients,
butorphanol should be used only if the benefits of use outweigh the
potential risks.




Disorders of Respiratery Functian or Conlrel
Butorphanol may produce respiratory depression, espagially in patients
receiving other CNS active agents, o patients suffering from CNS
diseases or respiratory impairment.

Hepatic and Renal Disease

In patients with severe hepatic or renal disease the initial dosage
interval for butorphanol tartrate should be increased to 6 to 8 hours
untit the response has been well characterized. Subsequent doses

Labor and Delivery

There have been rare reports of infant respiratory distress/apnea
following the administration of butorphanol tartrate injecrion during
kabor. The reports of respi Y Jistress/apnea have been i
with administration of a dose WRhin two hours of delivery, use of
muttipie doses, use with additionai analgesic or sedative drugs, or use
in preterm pregnancies. (See OVERDOSAGE, Treatment).

In & study of 119 patients, the intravenous administration of 1 mg

should be determined by patient response rather than being scheduk
at fixed intervals (see CLINICAL PHARMACOLOGY, Individualization
of Dosage).

Cardievascular Eftocts

Bacause butorphanol may increase the work of the heart, the
pulmonary circuit (see CLIMICAL PHARMACOLGY), the uss of
butorphanol in patients with acute myocardial infarction, ventricular
dystunction, or coronary insufficiency should be limited to thase
situations where the benefits clearty outweigh the risk.

Severe hypertension has been feported rarely during butorphanol
should be dis

therapy. In such cases, b and the
hypi treated with antihy drugs. In patients who are
ot opioid dependent, nalaxone has atso been reported to be effective.
Use in Ambulatery Patients

1. Opioid analgesics, inctuding butorphana, impair the mental and
physical abilities required for the performance of potentially dangerous
tasks such as driving a car or operating machinery. Eftects such as
drowsiness or dizziness can appear, usually within the first haur after
dosing. These effects may persist for varying periods of time after
dosing. Patients wha have taken butorphanol should not drive or
operate dangerous machinery for at teast 1 hour and until the effects of
the drug are no longer present.

2. Alcohol should not be consumed while using butorphanol.
Concurrent use of butorphana! with drugs that affect the central
nervous system (e.g., afcohol, barbiturates, tranquitizers, and
antihistamines) may result in increased central nervous system
depressant effects such as drowsiness, di and impaired mentat
{unction.

3. This is one of a class of drugs known to be abused and thus should
be handled accordingly,

Orug interactions -
Concurrant use of butorphano! with central nervous system
depressanis  (e.q.. alcohol,  barbiturates, tranquilizers, and
antihistamines) may result in increased central nervous System
depressant effects. When used concurrently with such drugs, the dosa
of butorphanol should be the smallest effective dose and the frequency
of dosing reduced as much as possible when administered
concomitantly with drugs that potentiate the action of opioids.

Mt is not known if the etfects of butorphanol are altered by concomitant
medications that affect hepatic of drugs (erythromycin,
th , efc.), dut physk should be alert to the possibility
that a smaller initia) dose and longer intervals between doses may
be needed.

No information is available about the use of butorphanot concurrently
with MAO inhibitors.

Information for Patients

See Use in Ambulatory Patients above.

Carci Mutay i of Ferlilky

Two year carci icity studies were in mice and rats

given butorphanol tartrate in the diet up to 60 mp/kg/day (180 mg/m2
for mice and 354 mg/m? for fats). There was no evidence of
carcinogéniclty in either species in thess studies.

B | was not in S, typhimuri or £ coli assays or
in unscheduled DNA synthesis and repair assays conducted in cutured
human fibroblast calls. .

Rats treated orally with 160 mpkg/day (944 me/m?) had reduced
pregnancy rate. However, a similar effect was observed with a
25 Q/day (14.75 mg/m?) sub dose.

Pr Y, T Eftocts: Prey: Y Catagory C
Reproduction studies In mice, ras and rabbits during organogenesis
did not reveal any teratogenic potential to butorphanol. However,
pregnamt rats treated subcutaneously with butorphanol at 1 mgAg
(59 mg/m?) had a higher trequency of stibitths than controis.
Butorphanol at 30 mo/kg/oral (5.1 mg/m?) and 60 mg/kg/oral
(10.2 mg/m?) also showed higher incidences of post-implantation loss
in rabbits.

There are no adequate and well-controfied studies of butorphanol
tartrats in pregnant women before 37 weeks of gestation. Butorphanol
tadlrate injection should be used during pregnm only if the potential
benefit justifies the potential risk to the infant, © " °

P tartrale during labor was associated with transient (10t
90 minutes) sinusoidal fetal heart rate patterns, but was not associated
with adverse neonatal outcomes. In the presence of an abnormal fetal
heart rate pattern, butorphanol tartrate should be used with caution.
Nursing Mothers
Butorphanol has been detected in milk following administration of
butorphanol tartate injection to nursing mothers. The amount an Infant
would receive is probably clinically insignificant (estimated 4 meg/t of
milk in a mother receiving 2 mg 1M four times a day).
Padiatric Use .
Butorphanot is not recommended for use in patients betow 18 years of
age because safety and efficacy have not been established in this
poputation.
Gerlatric Use
The initial dose of b tartrate for elderty
patients is half the usual dose at twice the usual interval. Subsequent
doses and intervals should be based on the patient response (see
CLINICAL PHARMACOLOGY, Individuatization ol Dosage).

Oue to changes in clearance, the mean halt-iife of butorphanol is
increased by 25% in patients over the age of 65. Elderly patients may
be more sensitive to its side etfects,

ADVERSE REACTIONS
A total of 2446 patients were studied in butorphanot clinical trigls,
Approximately haif raceived butorphanol tartrate injection with the
remainder receiving butorphanol tarirate nasal Spray. In nearly all cases
the type and incidence of side affects with butorphanol by any route
were those commonly observed with opioid analgesics.
The adverse experiences described below are based on data from
shot- and long-term clinical trials as well as post-marketing
experience in patients receiving butorphanal by any route. Thers has
been g ?&mpl to correct for placebo effect or to subtract the
frequencies reported by placebo treated patients in controlled trials.
The most frequently reported adverse experiences across all clinical
trials with butorphanol tartate injection and nasal Spray were
somnolence {43%), dizziness {19%), nausea andor vomiting (13%).
In long-term trials with the nasal Spray only. nasal congestion (13%)
and insomnia (11%) were frequentty reported..
The following adverse experiences were reported at # frequency of 1%
OF greater in cinical trials, and were considered to be probably related
to the use of butorphanol:

BODY AS A WHOLE: asthenia/lethargy *, headache*, sensation of heat.
CARDIOVASCULAR: VASODILATION*, PALPITATIONS.

DIGESTIVE: ANOREXIA®, CONSTIPATION®, dry mouth*, nausea
and/or vomiting (13%), stomach pain,

NERVOUS: anxiety, confusion*, dizziness ( 19%), euphoria, floating
feeiing, INSOMNIA (11%). ner 3 ia,

(43%), TREMOR, ORUG DEPENDENCE - or - WITHORAWAL
SYNDROME* (see DRUG ABUSE AND DEPENDENCE).

RESPIRATORY: BRONCHITIS, COUGH, DYSPNEA®, EPISTAXIS®,

NASAL CONGESTION (13%), NASAL IRRITATION®, PHARYNGITIS®.

RHINITIS*, SINUS CONGESTION®, SINUSITIS, UPPER RESPIRATORY

INFECTION".

SKIN AND APPENDAGES: sweating/clammy*, pruritys.

SPECIAL SENSES: lurred vision. EAR PAIN, TINNITUS*,

UNPLEASANT TASTE* {also seen in short-term trials with butorphanol

fartrate nasal spray).

(Reactions occurring with a frequency of 3 to 9% are marked with an

asterisk (°). Reactions reported predominantly from long-term trials

with butorphanol tartrate nasal Spray are CAPITALIZED.)

The foltowing adverse experiences were reported from post-marketing

experience or with a frequency of less than 1%, in clinical trials, and

Wwere considered to be probably related to the use of butorphanol:

BOOY AS A WHOLE:-excessive drug effect associated with transient

difficully spesking and/or ing 3

CARDIOVASCULAR: hypotension, syncope.

NERVOUS: abnormal dreams, agitation, dysphoria, -excessive drug

effect associated with transient difficully speaking and/or executing
hallucinations, hostility, vertigo,




SKIN AND APPENDAGES: rastvhives.

YROGENITAL: kmpaired urination.

(Reactions reported only from post-marketing experience are italicized )

The foXowing infrequent additional adverse experiences were reported

in a trequency of less than 1% of the patients studied in shori-term

butosphanol tartrate nasal spray trials and from post-marketing
xpers undes ci where the i between these

gvents and ph i ion IS They are being

listed as alerting information tor the physician.

BODY AS A WHOLE: edema.

CARDIOVASCULAR: chest pain, hypertension, tachycardia

MERVOUS: convuision, delusion, depression.

RESPIRATORY: apnea, shallow breathing.

(Reactions reported only from post-marketing experience are ialicized )

DRUG ABUSE AND DEPENDENCE

Butorphanol tartrate injection {5 listed in Schedule IV of the Controlied

Substances Act (CSA).

Cinicat Trisl Experience

Some patients in clinical trials conducted in patients who were largely

opiate-naive, had experiences typically associated with opioid abuse o¢

dependence. These included rapid development of tolerance to the

drug in which patients increased their dosage to higher leveis than

prescribed and reparts of euphoria.

Withdrawal symptoms were identified in patients using

Individualization of Dosage). The following doses are for patients who
do not havs«ipan ed Hepaus o renal function and who are not on CNS
active agents.
Use (o1 Paln
The usual singie dose for IV administration

is 1 mQ repeated every three to four hours as necessary. The effective
dosage range, depending on the severity of pain, is 0.5 mg lo 2mg
repeated every 3 to 4 hours.
intramuscular: The usual rwofﬂtended single dose for IM
administration is 2 mQ in patients who will be able to remain

in the event iness or dizziness occurs. This may be
repeated every 3 10 4 hours as necessary. The, effective dosage range
depending on the severity of pain is 1 mg to 4 Mg repeated every 3 to
4 hours. There are insufficient clinical data to recommend single doses
above 4 mg.
Uss asF ic M

preop i dosage of (. tactrate injection
should be Individualized (see CLINICAL PHARMACOLOGY,
Indhvidualizatien @1 Dosage). The usual adult dose is 2 mg IM,
administered 60 10 90 minutes before surgery. This is approximately
equivalent in sedative effect to 10 mg morphine or 80 mg meperidine
Use in Balanced Anesthesia -
The usual dose of butorphanot tartrate injection is 2 mg IV shortly
before induction and/or 0.5 mg to 1 mg IV in increments during
anesthesia. The increment may be higher, up to 0.06 mg/g (4 mg/70
k), depending on previous sedative, anaigesic, and hypnotic drugs

tartrate nasal spray in controlied chinical trials. Patients abruptly
discontinuing butorphanat tartrate nasal spray after extended use or
high doses were at greatest risk. Withdrawal symptoms included
anxiety, agitation, tremutousness, diarrhea, chills, sweats, insomnia,
confusion, incoordination, drug cravings and hallucinations.
Post-marketing Experience

Butorphanol tartrate has been associated with episodes of abuse and
dependence. Of the cases received, there were more reports of abuse
with the nasal spiay f lation than with the inj 1 i

The total dose of butorphanol tartrate will vary; however,
patients seidom require less than 4 mg or more than 12.5 mg
{approximately 0.06 to 0.18 mg/kg).

Laber

in patients al full term in early labor a 1 to 2 mg dose of butorphanol
tartrate IV or IM may be administered and repeated after 4 hours.
Alternative anaigesia should be used for pain associated with delivery
or if delivery is expected to occur within 4 hours.

i use of ¥ tartrate with drugs that may

Proper patient selection, dose and prescribing limitations, appropriate
directions for use, and frequent monitoring are imp to mi

the risk of abuse and dependence with butorphanol tartrate. Special
care should be ised in istering pl i to patients with
a history of drug abuse o¢ to patients receiving the drug on a repeated
basis for an extended period of time.

OVERDOSAGE

Clinical Manifestatisns
The clinical mani of phanol are those of opioid
drugs in general. Consequences of overdose vary with the amount of
butorphanal ingested and the degree of tolerance of the patient to the
effects of opiates. The most serious symptoms are hypoventilation,
cardiovascular insufficiency and/or coma.

Other symptoms of overdose may include excessive drug effect {e.q.
sedation, dizziness, nausea or vomiting). This may be associated with
transient difficulty speaking or ing  purposaful

Many of the reported cases have involved people who are not tolerant
to the effects of opiates and who vse larger doses of butorphanof to
initiate therapy (more than 2 mg butorphanol tartrate injection).
Overdose can occur due to accidental or intentional misuse of
butorphanal, especially in young chitdren who may gain access 1o the
drug in the home.
Treatment

The ot

includes
of peripheral perfusion, normal
body temperature, and protection of the airway. Patients should be
under continuous observation with adequate serial measures of mental
state, responsiveness and vital signs. Oxygen and ventilatory
assistance should be available with continual monitoring by pulse
oximetry if indicated. tn the presence of coma, p of an artificial
aitway may be required. An adequate intravenous portal should be
i to facilitate of i i with
vasodilation.
The use of a specific opioid antagonist such as naloxone should be
considered. As the duration of butorphanol action usually exceeds the
duration of action of naloxone, repeated dosing with naloxone may be
required.
In managing cases of suspected butorphanol overdosage, the
possibility of multiple drug ingestion should aiways be considered.

DOSAGE AND ADMINISTRATION
Factors to be considered in determining the dose are age. body weight,
physical status, underlying pathologicat condtion, use of other drugs,
type of anesthesia to be used, and surgical procedure involved. Use in
the elderly, patients with hepatic or renal disease or in labor requires
extra caution {see PRECAUTIONS and CLINICAL PHARMACOLOGY,

d buorprara

its affects is deemed necessary (see Drug interactions in
PRECAUTIONS section) the lowest effective dose should be employed:
Safety and Handling

Butorphanol tartrate injection is supplied in sealed delivery systems
that have a low risk of accidental exposure to health care workers,
Ordinary care shouid be taken to avoid aerosol generation while
preparing a syringe for use. Following skin contact, rinsing with cool
water is gommended.

The disposat of W musl be
with State and Federal Regulations.
HOW SUPPLIED

Butorphanol Tartrate Injection USP for IM or IV use fs available
as follows:

NDC 55390-163-81 - 1 mg/mL, 1 mL vial, carton of 10.
NDC 55390-184-01 - 2 mg/mL, 1 mL via, carton of 10.
NDC 55390-184-02 - 4 mg/2 mL. 2 mL vial, carton of 10.

MOC 5§5390-185-10 - 2 mg/mL, 10 mL multiple dose vial.
individually boxed. . -

Store at room temperature, 15° to 30°C (59° to 86°F).

Parenteral drug products should be inspected visually for particulate -

matter and discoloration prior to administration, whenever solution
and container permit.

Pratect trom light.

Rx ONLY.

Manutactured for: Manutactured by:
Bedford Laboratories™ Ben Venue Laboratories
Bedford, OH 44146 Bedlord, OH 44146
June 1998

BTP-P00 G
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NOC 55390-185-10 k il wal’ /|
USUAL DOBAGE: Aduthh - 2mg M (1B 4 , o0 1 N
TARTRATE BUECTION, ISP (15 0 2 o e o et s s ™

e ]

Each mL centaine 2 mg Mitorphanet Br¥ak, 3.3 mg dtrc
2, 720 g vodiu citral, 6.3 mg sediurm chéoride, and
0.1 mg benzeanium chiorie The pH range is 3.5 1 5.0
Storo al ro0m lemperarre, 15° 1 30°C (50° b Be°F).

R OMLY

MULTIPLE DOSE VIAL G

FOR IM OR IV USE

Mig by Mg for.
Ban Verue Latoratonies, e Bedlord Laboratorias™
Bodtord, OH 44146 Gedlord, OH 44146

Format: 66533 #129B 1.0"x 2.5"
PMS Black, PMS 445 Gray




Format Number: 66790 #018A
B PMVS445 Grey
B Black

3500 3dILINW Tw 01

I NDC 55390-185-10
sodium citrate, 6.3 mg I BUTDHPHANOL !

sodium chioride, and 0.1 i TARTRATE INJECTION, USP !
benzethonium chioride. : 1
The pHrange is 3.5to

Each mL contains 2 mg
butorphanol tartrate, 3.3
mg citric acid, 7.29 mg

Mfg by:
Ben Venue Laboratories, Inc. -
Badford, OH 44146 10 mL MULTIPLE DOSE

FOR IM OR IV USE

55390-18%-10

Mg for:
Bedford Laboratorigs™
Bedford, OH 44146

|
: i
I |
I 1
i VIAL :
|

i
: i
: i

EXP

BTP-CDOO

: Store at room temperature,
' 15°1030°C (59° to Bfo_)t.

. Protect from light.

- Rx ONLY.

D

dSn ‘NOILIINI 3LVH LUV

TONVYH4HO01Ng

i |
| USUAL DOSAGE: Adults -2 ;:  NDC 55390-185-10 !

mg IM(1to4mg),or1mg
IV (0.5 to 2 mg) every three -
to four hours as required.
See package insert.

' BUTORPHANOL !

i TARTRATE INJECTION, USP

12 ma/mL

|
|
[
I
10 mL MULTIPLE DOSE ;
I
!
i
!

VIAL

FOR IM OR IV USE
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Prepared By

Mark Zarnstorff
Checked By
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DIVISTION REVIEW SUMMARY

ANDA: 75-046

DRUG PRODUCT: Butorphanol Tartrate
FIRM: Bedford Labs.

DOSAGE FORM: Injection for IV or IM

STRENGTH: 2 mg/mL (10 mL MDV)

CGMP_STATEMENT/EIR UPDATE STATUS: 7 7)‘/
Pyttt v, 723

Acceptable, dated 7/15/97. Awsiting-BER—update.

BIO INFORMATION:
Waiver granted, see bio letter dated 5/20/97.

VALIDATION
N/A

STABILITY

Accelerated stability studies data (400oC) for lot no. 810-49-0001
are included. Also, 12 month room temperature stability data are
appended. Samples were stored in the upright and inverted
positions. Based on the stability data submitted the requested
24 months expiry will be granted.

The container/closure system used is described in the container
section of the application.

LABELING
Acceptable. See review dated 7/17/98.

STERILIZATION VALIDATION
Acceptable.

SIZE OF BIO/STABILITY BATCHES
Butorphanol Tartrate is synthetized by DMF
DMF was reviewed and found acceptable on 4/8/98.

Lot no. 810-49-0001 liters vials was manufactured for
demonstration purposes. A total of units were
sterilized.



PROPOSED PRODUCTION BATCH
A blank manufacturing batch record for the proposed production
batch size of litersy vials is appended.

RECOMMENDATION :

Recommend approval of generic drug product Butorphanol Tartrate
USP, 2 mg/mL in 10 mL MDV.

SIGNATURE : DATE: April 9, 1998




10.

12.

CHEMISTRY REVIEW NO. 3

ANDA 75-046

NAME AND ADDRESS OF APPLICANT

Bedford Laboratories
300 Northfield Road
Bedford, Ohio 44146

BASIS OF SUBMISSION

To the best of the applicant’s knowledge,

patents and marketing exclusivities in effect.

SUPPLEMENT (s)
N/A

PROPRIETARY NAME

SUPPLEMENT PROVIDE FOR:
N/A

7. NONPROPRIETARY NAME

AMENDMENTS AND OTHER DATES:

December 30, 1996 --
February 24, 1997--
February 27, 1997--
March 27, 1997--
April 15, 1997--
May 20, 1997--

July 11, 1997--
October 31, 1997--
February 27, 1998--
April 2, 1998--
June 12, 1998--
June 30, 1998--
July 8, 19598--

July 13, 1998--
July 17, 1998--

PHARMACOLOGICAL CATEGORY
Analgesic

Original Submission
Acknowledgement receipt
New correspondence--bio
Micro review--deficient
Labeling review--deficient
Bio review--acceptable
Deficiency letter
Amendment

Deficiency letter
Amendment

Amendment

Amendment

Amendment

Amendment

Amendment

11. Rx or OTC

RELATED Drug Master Files

the RLD has no



13. DOSAGE FORM 14. POTENCY
Injection for IV or IM 2 mg/mL (10 mL MDV)

15. CHEMICAL NAME AND STRUCTURE

Butorphanol Tartrate USP
C,,H,,NO,.C,HOs; M.W. = 477.56
(-)-17- (Cyclobutylmethyl)morphinan-3,14-diol D-(-)-tartrate (1:1)

(salt). CAS [58786-99-5]

16. RECORDS AND REPORTS
N/A

17. COMMENTS
Responses to our deficiency letter dated February 27, 1998,
can be found bolded under each distinctive section of this
chemistry review.

18. CONCLUSIONS AND RECOMMENDATIONS
Recommend approval letter to issue.

19. REVIEWER: DATE COMPLETED:
Edwin Ramog”™ ) April 9, 1998

/8/ T
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ANDA 75-046 Microbiologist’s Review #1

Microbiology Comments to be Provided to the Applicant

E2 ol

ANDA: 75-046 APPLICANT: Bedford Laboratories™

DRUG PRODUCT: Butorphanol Tartrate Injection USP, 2 mg/mL, 10 mL '
o Multiple-Dese Vials

A. ‘Micfcbiology Deficiencies:

1. Please provide a Microbial Ingress Container/Closure;
Integrity Test for the container/closure system that
will be used for the product, Butorphanol Tartrate
Injection USP, i e., 20 mm finish 10 mL amber v1a1

2. Please include the Bacterial Endotoxin Test in the-- ~~*w~em¢w

stability protocol at 30 months if the explratlon date e
is extended for the subject drug product. ' e

3. Please 1nc1ude the Antlmicroblal Preservatlve

Effectiveness Test (APET) in the stability protocol ‘for
- first three production lots.

B. In addition to responding to the deficiencies presented

above, please note and acknowledge the following comments in
your response:

The “lots” referred to in the post approval commitment

should include all sizes and strengths of the subject.
drug product.

SR
Please clearly identify your amendment to this facsimlle as?“ﬁ_; Eitey
“RESPONSE TO MICROBIOLOGY DEFICIENCIES”

o

Sincerely yours, ,
1/ : t \

! /S/

o “Frank® 0. Holcombe, Jt't Ph.D.
: Director -
Division of Chemistry IT
Office of Generic Drugs
' Center for Drug Evaluation and Research

gk



ccC:

OFFICE OF GENERIC DRUGS, HFD-640
Microbiologist’s Review #1
March 27, 1997

1. ANDA 75-046

APPLICANT Bedford Laboratories™
2. PRODUCT NAMES: Butorphanol Tartrate Injection USP

3. DOSAGE FORM AND ROUTE OF ADMINISTRATION: 2 mg/mL, 10 mL
Multiple-Dose Vials, Preserved, Intravenous,
Intramuscular

4. METHOD(S) OF STERILIZATION:

5. PHARMACOLOGICAT, CATEGORY: Narcotic Analgesic

1. DATE OF INITIAL SUBMISSION: December 30, 1996
Subject of this Review (Received December 31, 1996)
2. DATE OF AMENDMENT: None

3. RELATED DOCUMENTS: NDA 17-857
DMF
DMF
DMF

4. ASSIGNED FOR REVIEW: 3/26/97

REMARKS: The subject drug is manufactured at the Ben Venue,
Bedford, Ohio pharmaceutical facility.

CONCLUSIONS: The submission is not recommended for
approval on the basis of sterility assurance.
Specific comments are provided

S S U 3/2%/9%

Andrea S. High, Ph. D. ) dév\r §,{3ll77

Original ANDA
Duplicate ANDA
Division Copy
Field Copy
Drafted by A. High, HFD 640 x:wp\microrev\75-046
Initialed by F. Fang or F. Holcombe, Jr.



OFFICE OF" GENERIC DRUGS;, HEII-640 ,
croblolog:.st's Review #2i -« - % e o f e
April 23, 1998

A. 1. ANDA 75-046

APPLICANT Bedford Laboratories™

2. Uzgggggr_nauggz Butorphanol_tartrato.Injootion usp

3 mggczmg M AND ROUTE’OF ADMINISTRATTON:: 2 xR
2 Multiple-Dose Vials,- Preserved, Intravenous, . SRS
Intramuscular

- q L

”October 31,V
" Subject of this Review (Received, Novenher 3, 1997)

3. RELATED DOCUMENTS: None

4. ASsI OR REVIEW:  4/23/98 o s
C. BEQABK;: The subject amendment provides for the response to “
! the microbiology deficiencies in the N
correspondence dated July 11, 1997. - ?fv”

D. CONCLUSIONS: The submlssion is recommended for approval on
the basis of sterility assurance. Specifici
. comments. are. 7rovided i .

IS

¥l

.':}0‘:“
L

cc: Original ANDA

Duplicate.ANDA i
Division Copy ~
“'Field Copy’ =~ .’
Drafted by‘A.
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S amy e

JUN | 2 1997

Butorphanol Tartrate » Bedford Labs.
2 mg/mL injection (10-mL MD vial) Bedford, OH
ANDA #75-046 Submitted:
Reviewer: A P.Patel Dec. 30, 1996

File: x:\wpfile/biofinal/75046W.d96

REVIEW OF A WAIVER REQUEST
Background:

The sponsor has submitted an ANDA in support of its test product butorphanol tartrate injection 2
mg/mL in 10-mL multiple dose (MD) vials. Waiver of in vivo demonstration of bioequivalence is

requested. The reference listed drug (RLD) is Stadol® Injection (NDA #17-857, approved 8/22/78,
Apothecon).

Introduction:

Butorphanol is used in the management of pain when the use of an opioid analgesic is appropriate.

It is also used in preoperative or preanesthetic medication, as a supplement to balanced
anaesthesia, and for the relief of pain during labor.

Comments:

1. The test product and RLD are identical with regard to conditions of use, dosage form (sterile
injectable solution), active ingredient (butorphanol tartrate), routes of administration (IV or IM), and
strength (2 mg/mL).

2. Table 1 shows the comparative formulations of the test product and RLD.

3. The sponsor is requesting waiver of in vivo bioequivalence study requirements according to 21
CFR Part 320.22(b)(1) since the proposed test product is a parenteral solution intended solely for

administration by injection and contains the same active and inactive ingredients in the same
concentration as the RLD.

4. NOTE: The typographical error on page 9 under side by side comparison of excipients for
proposed drug, “sodium chloride , USP, 6.4 mg (7.29 mg as dihydrate)” and on page 77 under
composition statement, “sodium chloride, USP 6.3 mg.”

For Internal Use Only

On the carton label sodium chloride is listed as 6.3 mg and on the insert sodium chioride is listed as
6.4 mg, for both the RLD and sponsor (Labeling reviewer is aware of this discrepancy).

Recommendation:

The Division of Bioequivalence agrees that the information submitted by Bedford Labs. demonstrates
that butorphanoil tartrate injection 2 mg/mL (10-mL multiple dose vials) falls under 21 CFR Section
320.22(b)(1) of the Bioavailability/Bioequivalence Regulations. The waiver of in vivo bioequivalence
study for the test product butorphanol tartrate injection 2 mg/mL (10-mL multiple dose vials) is
granted. From the bioequivalence point of view, the test product butorphanol tartrate injection 2
mg/mL (10-mL multiple dose vials, Bedford Labs.) is deemed Bioequivalent to Stadol® Injection
manufactured by Apothecon.



The firm /§hould be informed of the recommendation and comment #4.
/ SZ AvSEa
Z "y
A.P.Patel

Division of Bioequivalence
Review Branch il

RD INITIALED RMHATRE /
FT INITIALED RMHATRE . S/ Date: €/°3/47
Ramakant M. Mhatre, Ph.D. N

Chief, Branch lli
Division of Bioequivalence

Concur / S
o Nicholas M. Fleischer, Ph.D. Vi A / __ Date: &/ /a i
Director V A
Division of Bioequivalence

cc: 75-046 (original), A.P.Patel, HFD-650 (Director), Division File, Drug File
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REVIEW OF PROFESSIONAL LABELING

DIVISION OF LABELING AND PROGRAM SUPPORT

LABELING REVIEW BRANCH

ANDA Number: 75046 Date of Submission: December 30, 1996

Applicant’s Name: Bedford Laboratories

Established Name: Butorphanol Tartrate Injection USP, 2 mg/mL,

10 mL vial

Labeling Deficiencies:

l.

GENERAL COMMENTS: : R

We note you have submitted a combined insert with ANDA
75-045. Please be advised these two applications must”
be approved simultaneously or the labeling must be
revised.

CONTAINER (2 mg/mL - 10 mL)
a. Revise the expression of strength to read as
follows:
2 mg/mL

b. Include the pH of the solution.
CARTON (1 x 10 mL)

See comments under CONTAINER.

INSERT

a. See GENERAL COMMENT above.

b. DESCRIPTION

i. To be in accord with USP 23, revise the -
molecular weight to read ‘477 56" rather than

"ii. Revise the second paragraph to read as
fOllOWS'

"“;L"‘ x" "'i-‘-;v,v‘ :i- ’\‘ M ,P g ' B ¢-’F"3ﬁ" _~ 13 TR

...acidic. It melts between 217e and 219..gus
with decomposition. It is sparingly SOIuble
in water...



[ d
Pote
o
)

Revise paragraph three to read as follows:

...administration. Each mL of solution
contains 1 or 2 mg of butorphanol tartrate.
In addition, each mL contains 3.3 mg of...

iv. Include the pH.
b. CLINICAL PHARMACOLOGY
i. Pharmacokinetics
A) Delete the " information from
Figure 1 and the table and revise the
title of the table to read
*...Parameters of Intravenous

Butorphanol...”. In addition, revise
the subscripts accordingly.

B) Paragraph six following table 1 - Revise
to read: ' .

Butorphanol pharmacokinetics in...

ii. Individualization of Dosage, paragraph two -
...sections in PRECAUTIONS).

C. WARNINGS

Patients Dependent on Narcotics, first sentence -
...use in patients...

d. ADVERSE REACTIONS

Insert the following text to appear as the last
sentence of paragraph three:

In long-term trials with the nasal spray only,
nasal congestion (13%) and insomnia (11%) were
frequently reported.

e. DOSAGE AND ADMINISTRATION

Revise the second sentence of paragraph one to
read as follows:

Use in the elderly,...

£. 'HOW SUPPLIED ~ . o oo

s B R 00 SN R
"Revise the penultimate»en;ry'to|read:

...4 mg/z mL’ 2 mL viai...



Please revise your container labels, carton and insert
labeling, as instructed above, and submit final printed
labels and labeling.

Please note that we reserve the right to request further
changes in your labels and/or labeling based upon changes in
the approved labeling of the listed drug or upon further
review of the application prior to approval.

To facilitate review of your next submission, and in
accordance with 21 CFR 314.94(a) (8) (iv), please provide a
side-by-side comparison of your proposed labeling with your
last submission with all differences annotated and
explained.

Director
Division and Program Support
Office Generic Drygs

Center/for Drug Evaluation and Research
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ANDA 75-046

JON 16 1997
Bedford Laboratories
Division of Ben Venue Laboratories, Inc.
Attention: Robert V. Kasubick, Ph.D.
270 Northfield Road
Bedford OH 44146

Dear Sir:

Reference is made to your abbreviated new drug application submitted pursuant to Section 505 (j)
of the Federal Food, Drug and Cosmetic Act for Butorphanol Tartrate Injection USP, 2 mg/mL,
10 mL multiple-dose vials.

The Division of Bioequivalence has completed its review and has no further questions at
this time.

Please note that the bioequivalency comments expressed in this letter are preliminary. The above
bioequivalency comments may be revised after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology, labeling or other scientific or regulatory
issues. A revised determination may require additional information and/or studies, or may conclude
that the proposed formulation is not approvable.

Sincerely yours,

Nan . N

, 18/

Nicholas Fleischer, Ph.D.

Director, Division of Bioequivalence
Office of Generic Drugs

Center for Drug Evaluation and Research



ANDA 75-046

Bedford Laboratories
Division of Ben Venue Laboratories, Inc.
Attention: Robert V. Kasubick, Ph.D.
270 Northfield Road ~
R
Bedford, OH 44146 FES 24 197

Dear Sir:

We acknowledge the receipt of your abbreviated new drug
application submitted pursuant to Section 505(j) of the Federal
Food, Drug and Cosmetic Act.

NAME OF DRUG: Butorphanol Tartrate Injection USP,
2 mg/mL, 10 mL multiple-dose vials

DATE OF APPLICATION: December 30, 1996
DATE OF RECEIPT: December 31, 1996

We will correspond with you further after we have had the
opportunity to review the application.

Please provide a side-by-side, qualitative and quantitative
comparison of the formulation for your proposed drug product with
that of the reference listed drug product in the biocequivalence
section of your application. Please include this information in
future submissions for parenteral drug products [21 CFR
320.22(b) (1) (L) &(ii)].

Please identify any communications concerning this application
with the ANDA number shown above.

/
Should you have questions concerning this application, contact:

Tim Ames
Project Manager
(301) 594-0305

Sincerely yours,
Jerry Phillip 4/%%
Director hd
- Division of beling and Program Support

Office of Generic Drugs
Center for Drug Evaluation and Research



July 17, 1998

Office of Generic Drugs s R ARSTa
Center for Drug Evaluation and Research N
Food and Drug Administration /\) / AF
Metro Park 11

7500 Standish Place, Room 150

Rockville, MD 20855

Re: ANDA 75-046\Telephone Amendment

Product: Butorphanol Tartrate Injection, USP, 2 mg/mL, 10 mL multiple dose vials
Dear Sir:

We wish to amend our unapproved Abbreviated New Drug Application, ANDA 75-046, for
Butorphanol Tartrate Injection, USP, 2 mg/mL, 10 mL multiple dose vials to remove the
deficiencies cited in the telephone communication of July 17, 1998.

We commit to adding the phrase “20 mg/10 mL” to the front panel under the dosage oval and
above the phrase “MULTIPLE DOSE VIAL”. This change will be enacted prior to any
distribution of the product.

We trust this meets with your approval. If the Agency has any further questions or comments,
we welcome direct contact at (440) 232-3320, ext. 293 or ext. 333.

Sincerely,
for Bedford Laboratories™

hahid Ahmed
Director, Regulatory Affairs

Ben Venue Laboratories, Inc. RECE‘VED

JuL 20 9
JENEHIC DRUGS

A DIVISION OF BEN VENUE LABORATORIES, INC.
300 Northfield Road * Bedford, Ohio 44146 » (440) 232-3320 * Fax (440) 232-6264



July 13, 1998 Nn

Office of Generic Drugs Nﬁﬁt GR’G AM Qg‘éﬁ?\ﬂ.
Center for Drug Evaluation and Research M —_

Food and Drug Administration ,A f’

Metro Park II

7500 Standish Place, Room 150
Rockville, MD 20855

Re: ANDA 75-046\Telephone Amendment
Product: Butorphanol Tartrate Injection, USP, 2 mg/mL, 10 mL multiple dose vials

Dear Sir/Madame:

We wish to amend our unapproved Abbreviated New Drug Application, ANDA 75-046, for
Butorphanol Tartrate Injection, USP, 2 mg/mL, 10 mL multiple dose vials to remove the
deficiencies cited in the telephone communication of July 2, 1998.

Labeling Deficiencies

Please find enclosed the 12 final printed vial labels and package insert labeling
committed to by Bedford Laboratories™ in our previous facsimile response of July 8,
1998. The package insert has ink markings on the backside of the insert. These markings

are a function of this particular printing and will not appear on future commercial
labeling.

We trust this meets with your approval. If the Agency has any further questions or comments,
we welcome direct contact at (440) 232-3320, ext. 333 or (440) 439-6398 (facsimile).

Sincerely,
for Bedford Laboratories™

W QECEg\;Eg

hahid Ahmed .
Director, Regulatory Affairs JUL 1 41998’
Ben Venue Laboratories, Inc.

SENERIC Ut

A DIVISION OF BEN VENUE LABORATORIES, INC.
300 Northfield Road « Bedford, Ohio 44146 » (440) 232-3320 * Fax (440) 232-6264



o

(¢
ORIG AMENDMENT
NiHF
July 8, 1998 . '
- , i
Office of Generic Drugs W.(,@V} - el \f
Center for Drug Evaluation and Research ST AN | / (1 §
Food and Drug Administration l‘i’v %ﬁ &
Metro Park II e (’/){7 }

7500 Standish Place, Room 150
Rockville, MD 20855

Re: ANDA 75-046 \Telephone Amendment
Product: Butorphanol Tartrate Injection, USP - 2 mg/mL, 10 mL multiple dose vials

Dear Sir/Madame:

We wish to amend our unapproved Abbreviated New Drug Application, ANDA 75-046, for
Butorphanol Tartrate Injection, USP, 2 mg/mL, 10 mL multiple dose vials to remove the
deficiencies cited in the telephone communication of July 2, 1998.

Labeling Deficiencies

Please find enclosed a copy of the computer generated container labels reflecting the
change in position of the controlled substance symbol. As requested, the symbol has
been moved from the side panel to the main panel. Bedford Laboratories™ commits to
provide you the 12 final printed vial labels and package insert labeling by next week.

A

We trust this meets with your approval. If the Agency has any further questions or comments,
we welcome direct contact at (440) 232-3320, ext. 333 or (440) 439-6398 (facsimile).

Sincerely,
for Bedford Laboratories™

V/(/(J’%p for RECEIVED
Shahid Ahmed Jur 09 19981

Director, Regulatory Affairs

Ben Venue Laboratories, Inc. GENER'C DRUGS

A DIVISION OF BEN VENUE LABORATORIES, INC.
300 Northfield Road ¢ Bedford, Ohio 44146 » (440) 232-3320 * Fax (440) 232-6264



ORIG AMENDMENT

June 30, 1998
NIAF

Office of Generic Drugs : 5 AN
Center for Drug Evaluation and Research - L du ! v 3
Food and Drug Administration Jd(,(,‘ﬁ’ L 1 ’ V) l Vi
Metro Park 1 { 'v:
7500 Standish Place, Room 150 (vt

Rockville, MD 20855

Re: ANDA 75-046 \Telephone Amendment
Product: Butorphanol Tartrate Injection, USP - 2 mg/mL, 10 mL multiple dose vials

Dear Sir/Madame:

We wish to amend our unapproved Abbreviated New Drug Application, ANDA 75-046, for
Butorphanol Tartrate Injection, USP, 2 mg/mL, 10 mL multiple dose vials to remove the
deficiencies cited in the facsimile communication of June 25, 1998.

Labeling Deficiencies

Please find enclosed a copy of final printed label and a side-by-side comparison of the
insert versus that last submitted. Also, enclosed are the computer generated container
labels reflecting the change to the storage temperature range and controlled substance
symbol to improve legibility. Bedford Laboratories™ commits to provide you the 12
final printed vial labels and package insert labeling by next week.

Bedford Laboratories™ also commits to changing the storage temperature range on the
carton labeling prior to marketing.

We trust this meets with your approval. If the Agency has any further questions or comments,
we welcome direct contact at (440) 232-3320, ext. 333 or (440) 439-6398 (facsimile).

Sincerely,

for Bedford Laboratories™ RECE‘VED

e w19
Shabid Ahmed GENERIC DRUGS

Director, Regulatory Affairs
Ben Venue Laboratories, Inc.

A DIVISION OF BEN VENUE LABORATORIES, INC.
300 Northfieid Road ¢ Bedford, Ohio 44146 « (440) 232-3320 « ~ax (440) 232-6264
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June 12, 1998 D J L

Office of Generic Drugs R T AR v VEHT
Center for Drug Evaluation and Research _

Food and Drug Administration A / /’" -

Metro Park I

7500 Standish Place, Room 150
Rockville, MD 20855

Re: ANDA 75-046 Labeling Deficiencies
Product: Butorphanol Tartrate Injection, USP - 2 mg/mL, 10 mL multiple dose vials

Dear Sir/Madame:

We wish to amend our unapproved Abbreviated New Drug Application, ANDA 75-046, for
Butorphanol Tartrate Injection, USP, 2 mg/mL, 10 mL multiple dose vials to remove the
deficiencies cited in the facsimile communication of May 8, 1998.

Labeling Deficiencies

Please find enclosed 12 copies of final printed labels, carton and insert labeling. The
label and carton is being provided due to a change in storage temperature to match the
revised insert. Also included are side-by-side comparisons of the current proposed
labels cartons, and insert versus that last submitted.

We trust this meets with your approval. If the Agency has any further questions or comments,
we welcome direct contact at (440) 232-3320, ext. 333 or (440) 439-6398 (facsimile).

Sincerely,
for Bedford Laboratories™

Shahid Ahmed B
Director, Regulatory Affairs RECS EveD
Ben Venue Laboratories, Inc.
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Office of Generic Drugs S v (o "
Center for Drug Evaluation and Research /,' Gire V( 1S 7) L0
Food and Drug Administration Sha % N D /1
Metro Park II I /

7500 Standish Place, Room 150
Rockville, MD 20855

Re: ANDA 75-046/Minor Amendment
Product: Butorphanol Tartrate Injection, USP - 2 mg/mL, 10 mL MDV
Dear Sir/Madame:

We wish to amend our unapproved Abbreviated New Drug Application, ANDA 75-046, for
Butorphanol Tartrate Injection, USP, 2 mg/mL, 10 mL MDV, to remove the deficiencies cited in
the facsimile communication of February 27, 1998.

The number associated with the response given below corresponds to the number identifying the
deficiencies in the communication.

A. Chemistry Deficiencies

1. holder of DMF has responded to the Agency regarding their
deficiencies, as stated in the letter presented in Attachment I. Bedford Laboratories™

acknowledges that this application cannot be approved until these deficiencies are
answered satisfactorily.

2. Please refer to Attachment II for a revised Components and Composition table indicating
the amount of salt which is equivalent to the free base.

B. Labeling Deficiencies

Please refer to Attachment III for 12 copies of final printed labels, carton and insert
labeling. Also located in this attachment are side-by-side comparisons of the current
proposed labels and labeling versus that last submitted.

We trust this meets with your approval. If the Agency has any further questions or comments,

we welcome direct contact at (440) 232-3320, ext. 333 or (440) 439-6398 (facsimile).
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Sincerely,
for Bedford Laboratories™

| LWM@M

,)p/

* Shahid Ahmed
Director, Regulatory Affairs
Ben Venue Laboratories, Inc.
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RECEIVED

Office of Generic Drugs
Center for Drug Evaluations and Research UEL 3 ¢ 1904
Metro Park II - ‘
7500 Standish Place, Room 150

Rockville, MD 20855 GENERIC DRUGS GENERIC DRUGS

Re: Abbreviated New Drug Application
Product: Butorphanol Tartrate Injection, USP - 2 mg/mL, 10 mL vials MDV
Dear Sir/Madam:

In accordance with Section 505 (j)(1) of the Federal Food, Drug and Cosmetic Act, Bedford
Laboratories™ is submitting in triplicate (an archival copy, a review copy and a field copy) an
Abbreviated New Drug Application for Butorphanol Tartrate Injection, USP, 2 mg/mL, 10 mL
vials (MDV). Please note that the field copy is being sent directly to the FDA District Office in
Cincinnati, Ohio.

The drug products subject to this application contains the information required by Section 505
G)@)(@)(1), (i)(A), (iv), (v) and (vi). The application is provided in the format suggested by your
office, and contains a copy of the package insert of the “listed drug’s” (Apothecon’s Stadol®,
NDA 17-857) as well as copies of the relevant pages of the Approved Prescription Drug
Products List with Therapeutic Equivalence Evaluations.

In accordance with Title 21 CFR 320.22, Bedford Laboratories™ requests a waiver of the
requirement for submission of evidence demonstrating the in vivo bioavailability/bioequivalence
for the drug products that are the subject of our application (Butorphanol Tartrate Injection, USP,
2 mg/mL, 10 mL vials MDV). The drug products are solutions intended solely for intramuscular
or intravenous administration and contain an active ingredient in the same solvent and
concentrations as drug products that are the subject of an approved New Drug Application
(Apothecon’s Stadol®, NDA 17-857).

Bedford Laboratories™ certifies that the methods used in, and the facilities and controls used for
the manufacture, processing, packaging and holding of the drug products are in conformity with
current Good Manufacturing Practices in accordance with Title 21 CFR 210 and 211. Ben Venue
Laboratories, Inc., signed statement is provided in Section IX (Manufacturing Facility) Subsection
C (cGMP Certification).

Three copies of the analytical methods and method validations are enclosed in this package, also.

One copy of the Microbiological Validation, along with the drug products’ specifications, stability

A DIVISION OF BEN VENUE LABORATORIES, INC.
300 Northfield Road e Bedtord, Ohio 44146 » (216) 232-3320 » Fax (216) 232-6264
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protocols and the package insert is enclosed separately with this application. These drug products
were sterilized.

If the Agency has any comments or further requests or if we could be of any assistance in your
review, we welcome direct and immediate telephone contact at (216) 232-3320, ext. 218 or by
facsimile (216) 232-2772.

Sincerely,
for Bedford Laboratories™

e POyl

Thomas R. Russillo
COO and President
Ben Venue Laboratories, Inc.



